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Document Processing Center (TS-790)

Office of Toxic Substances

Attn: Section 8(e) Coordinator (CAP Agreement)
Environmental Protection Agency

401 M Street, S.W.

Washington, DC 20460

Dear Sir or Madam:

Re: 8(e) CAP-0103; Data Submission
The enclosed document is submitted pursuant to the TSCA Section 8(e) Compliance Audit
Program and the CAP Agreement between Rohm and Haas Company and the

Environmental Protection Agency. This document does not contain confidential business
information.

The following is a summary of the contents of the submission under Unit I1.C.3 of the CAP

Agreement:
Tested Chemical: Benzoic acid, 2-benzoyl-1-(1,1-dimethylethyDhydrazide
CASRN: 112225-87-3

Title of Report or Study: Two-Week Dietary Range-Finding Study in Male Dogs
‘ on RH-5849 (Report No. 86R-121)
Reportable Effect: Test substance produced neurotoxic signs in the dietary
dog study. (Doses: 140, 700, 3500, 7000 ppm)

If additional information is required, please contact the undersigned at (215) 592-3139.

Thank you.

Sincerely,

Ronald L. Keener, Ph.D.

Regulatory Affairs Director
RLK:fs Product Integrity Department
Enclosure D) .
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Preliminary Data Summary

RH-5849 [lot no. WS-9039; Toxicology Department (TD) No.
86-21, 98% active ingredient] wés administered orally in the diet .
to 5 groups (4 dogs/groub) of approximately 6 month old male
beagle dogs (Marshall Research Animals, North Rose, NY) at diet-
ary concentrations of O (coh%rol), 140, 700, 3500 and 7000 ppm of
ai. Treatment of dogs in the groups receiving 140 and 700 ppm
RH-5849 was continued for two weeks. Treatment of dogs in the
groups receiving 3500 and 7000 ppm RH-5849 was discontinued after
one day due to signs of toxicity and the subsequent deaths of
three animals in theée groups (twc animals killed.moribund at
3500 ppm on the first day of dosing; one animal died at 7000 ppm
on the first day of dosihg). The five surviving animals in these
groups were fed untreated canine meal for a ten day recovery
period. Following the recovery period, the five animals were
éombined to form a single treatment group (Group 6) and were
administered RH-5849 at a dietary’concehtration of 1400 ppm, ai.,
for two weeks.

All dogs Qere observed daily for signs of ill health or
reaction to treatment. Body weights and feed consumption were
monitored twice weekly beginning two weeks prior to treatment.
Physical examinations were pefformed once a week beginning two
weeks prior to treatment. Two days prior to the initiation of
treatment and again following approximately two weeks of dietary

exposure, all animals were bled for hematology and clinical chem-
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istry analyses. Following approximately two weeks of dietary
exposure all surviving animals were killed, necropsied, selected
organ weights recorded and tissues saved for possible future his-
topathologic evaluation. |
Animals receiving RH-5849 at 3500 and 7000 ppm, ai., exhi-
bited toxic signs following a single dietary exposure to the com-
pound. Toxic signs were exhibited by all animals at 3500 and
7000 ppm approximately 1 1\2 hours after feédinq'and included
excessive salivation, tremors, ataxia, emesis and diarrhea. In
addition, two dogs receiving RH-5849 at 3500 ppm and one dog
receiving the compound at 7000 ppm were observed to be prostrate
with all limbs rigidly extended and convulsing. The above animal
that received RH-5849 at 7000 ppm was later found dead and the
two above animals receiving the compound at 3500 ppm were killed
moribund the same day. Following a ten day recovery period in
which no compound was administered, the surviving animals in the
3500 and 7000 ppm groups (5 dogs) were combined to form a single
treatment gtoup (Group 6). 'RH-5849 was administered to these
animals at a dietary concentration of 1400 ppm for two weeks.
Following four days of exposure to RH-5849, two‘animals receiving
the compound at 1400 ppm.exhibited'toxic signs. One animal was
Qbserved in a prostrate condition, unable to right itself and
moving its 1imbs in a paddling motion. A short time later
(approximately teh minutes) tﬁis animal was found standing but
ataxic and displaying a hyperextended gait. The other animal
showing signs displayed tremors and seizure-like movements of the

head. Upon examination, both animals were observed to have
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dilated pupils‘that were unresponsive to light. The animal with
head tremors appeared to recover from toxic effects by the next
morning and showed no similar signs for the duration of the
period. The other animal feceiving RH-5849 at 1400 ppm continued
to display toxic signs, inciuding ataxia, lethargy, emesis, sali-
vation and decreased feed consumption, and was killed moribund
after 6 days of compound administration at 1400 ppm. Immediately
prior to being killed, this animal was observed to be emaciated,
salivating, prostrate, all 1imbs rigidly extended and experien-
cing tremors. Soft feces were observed regularly throughout the -
study and emesis and diarrhea intermittently in the remaining
animals at 1400 ppm RH-5849. Signs of soft stool and mucoid
feces were seen consiétently throughout the study at 0 (control),
140, and 700 ppm RH-5849 and therefore considered unrelated to
treatment. Diarrhea and emesis occurred on several occassions at
these dose levels but were considered to be spurious occurrences.
Body temperature and heart rate showed no apparent treatment
related effects at any dose jevel throughout the study. No treat
ment related clinical signs were evident at dose levels of 140 or
700 ppn. | |

All animals receiving RH-5849 at 1400 ppm exhibited reduced
feed consumption for the first few days. There was no appafent
beffect on the body weight of animals receiving RH-5849 at 1400
ppm. No treatment related effects on body weight or feed con-
sumption were observed at 700 or 140 pPpm.

Following approximately two weeks_of dietary treatment with

RH-5849, hematocrit, hemog;obin and RBC counts were decreased and
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platelet counts were increased in animals receiving the compound
at 1400 ppm.’ Red blood cell morphology was abnormal at 1400 ppm.
No treatment related changes were seen at 140 or 700 ppm RH-5849.

No treatment related clinical chemistry changes were evident
at 140 or 700 ppm RH-5849. Serum levels of total biblrubin
(TBILI) were increased iﬁ animals fed diets at 1400 ppm RH-5849.
No other treatment related changes were seen at 1400 ppm.

At scheduled necropsy, no treatment related gross changes
were seen in any of the treated animals. 1In those animals which
were either found dead or killed moribund, remarkable findings
included promihent vasculature of the brain and coagulated CSF in
the spinal cord in one animal (86-31714) at 3500 ppm. Othér
findings in the early death animals concerned the presence of
food in the stomach or bronchi, the presence of vomitus or saliva
on the body and a thin, dehydrated body all of which were
directly related to treatment. A1l other findings were either
scattered across all groups including control or were considered
unrelated to treatment with RH-5849.

No treatment related changes in organ weights were seen at
140 ppm RH-5849. Increased liver and spleen weights and
decreased testicular weights were seen in animals fed diets con-
taining 700 and 1400 ppm. No other treatment related organ
weight changes were seen ét these doses.

Cconclusion: RH-5849 when administered in the diet for two

weeks to male dogs has a no observed effect level (NOEL) of 140

ppm (4.43 mg/kg).
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RH-5849: TWO-WEEK OIETARY RANGE-FINDING STUDY IN MALE DOGS

PROTOCOL 86P-78

Table 9

Group:
RH-5849 Dose (ppm):

Number of Animals Per Group
Number with No Gross Observations

Observation

Brain

prominent vasculature

Bronchi

contains food

Ouodenum

ascarids

Heart

red foci/areas

| eum

ascarids

Jejunum-

ascarids

/ﬁ-ﬁ’iﬁ
[ AN

3

REPORT NO. 86R-121
o T

.J 4 \n.‘ ‘.;:s b
Suwy Fcress Pathnbgy, e
__Males
1 2 3 4 5 6
0 140 700 3500 7900 1LOO
L b b 2 1 5
2 v 3 0 0 !




RH-58L9: TWO-WEEK DIETARY RANGE-FINDING STUDY IN MALE DOGS ... [

PROTOCOL 86P-78

Table 9

Group:
RH-5849 Dose (ppm):

Number of Animals Per Group
Number with No Gross Observations

Observation

Kidney

reddened (corticomedullary
junction)

Liver

tan areas

Lung

red foci/area

Spinal Cord

CSF coagulated

Spleen

purple/gray/red areas

Stomach
contains large amount of food

discoloration (focal/multifocatl)

LR

Ll e
v

)

Summary. of Gross Path
e o

..

-

REPORT NO. B6R-12)

éiogy

Males
1 2 3 4 5 6
0 W0 700 3500 7000 1400
L b b 2 1 5
2 4 3 0 0 b




RH-5849: TWO-WEEK DIETARY RANGE-FINDING STUDY [N

PROTOCOL B6P-78

Table S

_ Group:
RH-5849 Dose (ppm) :

Number of Animals Per Group
Number with No Gross Observations

Observation

Testis (es)

small

Trachea

froth and food

Thymus
dark red

discoloration (focal/multifocal)

whole Body

thin |

saliva around mouth
vomitus

rigid

dehydrated

i r
DOGS L, ®
REPORTs NR $RER-121
A WA
, @ Agoss Pathology
4‘..' .\gg.
Males
1 2 3 b 6
0 140 700 3500 7000 1LOO
& L L 2 1 5
2 b 3 0 ) 4
1 - 1 - - -
- - - - ] -
- - - - ‘ -
- - - - ] -
- - - - - ]
- - - 2 1 -

The following tissue, collected according to

observations: adrenals

the

1

!

protocel, had no gross




RH-58L49: TWO-WEEK DIETARY RANGE~FINDING STUDY IN ﬁALE DOGS
PROTOCOL 86P-78 REPORT NO. 86R-121

‘_..r
n-.':‘:? N
"./‘ "1‘ \
Tabie 9 Individual Animal Gross Patholodyv‘rx \‘t«“ °
- ;.
o \t -at
:5§sr . A = *
Anima) ""-. "i‘. Ao
Group Dose (ppm) _Number Sex Fate bservation
1 0 86-31726 M Term. 19 No gross observations
1 0 86-31727 M Term. 19  No gross observations
1 0 86-31728 M Term. 19 Testis: small, bilateral
1 0 B6-31740 M Term. 19 Lung: Imm dark red depressed
- focus on dorsal! surface,
right diaphragmatic lobe
Spleen: 0.7cm diameter pur-
ple-gray raised area along
edge
Animal Time
Group Dose (ppm) _Number Sex Fate Days Observation
2 140 86-31730 M Term. 19 No gross observations
2 140 86-31736 M Term. 19 No gross observations
2 140 86-31741 M Term. 19 No gross observations
2 140 86-31742 M Term. 19 No gross observations
Animal Time »
Group ose(ggg! Number Sex Ffate Days Observation
3 700 86-31709 M Term. 19 No gross observations
3 700 86-31729 M Term. 19 Testis: smail, bilateral
3 700 86-31733 M Term. 19 No gross observations
3 . 700 86-31734 M Term. 19 No gross observations
Term.

- terminal




RH-58L9: TWO-WEEK DIETARY RANGE-FINDING STUDY IN MALE DOGS

PROTOCOL 86P-78 REPORT NO. 86R-121
Table 9 individual Animal Gross Pathology !F"i?
\.; \e&"“”
Animal \§
roug Dose (ppm) _Number Sex Fate .,‘ se vatlon
b 3500 86-317'4 M E.D. Vhole Body: saliva around
mouth
Lung: red area émm diameter
- right diaphragmatic lobe

Stomach: contains large
amount of food

Spinal Cord: cervical region,
CSF coagulated

Brain: prominent vasculature,
cerebral hemispheres

4 3500 86-31737 M E.D. ] Whole Body: saliva around
mouth
Spleen: red area at peri-
phery

Liver: two tan areas, 6mm,
left lateral at periphery
and caudate lobe at hilus

Animal Time
Group Dose (ppm) _Number Sex Fate Days Observation
5 7000 86-31731 M E.D. 1 Whole Body: rigid, saliva

and vomitus around mouth

Thymus: dark red with mul-
tiple red foci

Lung: multiple dark red foci
and areas left lobes
Bronchi: left, contains food

Trachea: contains froth and
food

Heart: endocardial surface,
right and left ventricles,
multiple red foci and
areas

E.D. - Early Death
Term. - Terminal




RH-584G: TWO-WEEK DIETARY RANGE-F INDING STUDY IN MALE DOGS:* ﬁ W

PROTOCOL 86P-78

Table S

Animal
Group Dose (ppm) _Number
6 1400 86-31705%
6 1400 86-31732%
6 1400 86-31735+
6 1400 86-31738+
6 1400 86-31743+

" E.D. - Early Death

Term. - Terminal
_ *Dose of 3500 ppm was administered for

ex

—

-~

REPORT NO. B86R-121:. v

Ind@.\il' A’nimal Gross Pathology

Term.
Term.
Term.
Term.
E.D.

Time
Fate Days

27
27
27
27
17

Observation

No gross observations

No gross obsevations

No gross observations

No gross obsevations

Spleen: purple raised areas
along the periphery

Heart: multiple red areas left
ventricle, endocardial
surface; red area at base
ieft AV valve

Lung: multiple red, firm,
depressed areas right in-
termediate, right apical,
left diaphragmatic and

left intermediate

Stomach: multiple pinpoint
red foci on mucosal surface

Kidney: reddened cortico-
medullary junction

Jejunum: ascarids

|leum: ascarids

Duodenum: ascarids

Whole Body: thin, dehydrated

the first day of the study.
Animals were then taken off compound for 10 days and dosed
at the level of 1400 ppm for the remainder of the study.

+Dose of 7000 ppm was administered for the first day of the study.
Animals were then taken off compound for 10 days and dosed
at the level of 1400 ppm for the remainder of the study.




42 5 - UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
§ WASHINGTON, D.C. 20460

'Ronald L. Keener, ?h.D.

Regulatory Affairs Director, Product I i i o ‘

, » P10 ntegrity Department OFFICE OF -
Rohm and Haas Company ‘ BN PREVENTION, PESTICIDES AND
Independence Mall West : S : ‘ TOXIC SUBSTANCES

Philadelphia, Pennsylvania 19105

MAR 0 6 1995

EPA acknowledges the receipt of information submitted by
your organization under Section 8(e) of the Toxic Substances
Control Act (TSCA). For your reference, copies of the first
page(s) of your submission(s) are enclesed and display the TSCA

~ §8(e) Document Control Number (e.g., 8EHQ-00-0000) assigned by
EPA to your submission(s).. e: ite ] jgned 8(e) numb
‘when submitting follow-up or supplemental information and refer
‘to the reverse side of this page for "EPA Information Reqguests" .

All TSCA 8(e) submissions are placed in the public files
‘unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16, 1978). confidential submissions received
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should
already contain information supporting confidentiality claims.
This information is required and should be submitted if not done
so previously. To substantiate claims, submit responses to the
questions in the enclosure "Support Information for Confiden-
tiality Claims". This same enclosure is used to support .
confidentiality claims for non-CAP submissions.

Please address any further correspondence with the Agéncy .
~ related to this TSCA 8(e) submission to: o -

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator
Office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency
Washington, D.C. 20460-0001 - :

~ EPA looks fdrward'to continuéd coopération with your
‘organization in its ongoing efforts to evaluate and manage’
potential risks posed by chemicals. to health and the environment.

Sincerely,

7 5% —
, ~ rvdn

: S , Ter’y R. O'B
- Enclosure l 1@Q5 Q) 3 Risk Analysis Branch

Recycled/Recyclable
% Printed with Soy/Canola ink on paper that
' contains at least 50% recycied fiber




Triage of 8(e) Submissions

Date sent to triage: MAY 0 5 togs . NON-CAP
Submission number: ‘ aoqg A R ' ~ TSCA Inventory: Y N

Study type (circle appropriate):
Group 1 - Dick Clements ‘(1 copy total)
ECO  AQUATO
“Group 2 -’ Emie Falke (1 copy ‘total) - | , ;
A,TOX«.‘ SEN @EUR )
Group 3 - Elizabeth Mérgoscheé (1 copy each) | . -
| STOX CTOX BRI RTOX -/ .GTOX

STOX/ONCO CTOX/ONCO IMMUNO CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

entire: document: 1 2

Notes:

Contractor reviewer :




Au_wau>,_,w<—ﬁ_>mm TRACKING DBASE ENTRY FORM

CPCATS DATA:
Submission # 8E :C OAAQN\ ’E SEQ.

_Zmoxz»,._._oz REQUESTED: FLWP DATE: VOLUNTARY ACTIONS:

0501 NO INFO REQUESTED . @Hz: ACTION REPORTED

2_.:’5% FLWP 0502 INFO REQUESTED (TECH) 3 STUDIES PLANNEDAINDE RWAY
v _ 0503 INFO REQUESTED (VOL. ACTIONS) 0403 NOTIFICATION OF WORKF RO THERS

SUBMITTER NAME: Rolm ard zdrorv 0504 INFO REQUESTED (REPORTING RATIONALE) . 0404 LABEI/MSDS CHANGES

DISPOSITION: 0405 PROCESSHANDLING CHANGES

0033971 @ REFER TO CHEMICAL SCREENING : 0406 APP./USE DISCONTINUED
v 1 CAP NOTICE . _ 0407 PRODUCTION DISCONTINUED
: ; : 0408 ‘CONFIDENTIAL
con pate. OB Nu_ Q7 OTSDATE_ Oo_ “ oﬂ QT CSRAD DATE: OmL ,.PTE
) 1] " : ] N

CHEMICAL NAME: . , CAS#
o aad | L- MUF)NO/_/ 1- m.ﬁ 1 - p1es -85

| ﬂvbﬂnuﬁ)/; Auf)/_ ’J“\Z&B\C%

INFORMATION TYPE: P FC INFORMATION TYPE: ; PEC INFORMATION TYPE: T PFC
02001  ONCO (HUMAN) _ 01 02 04 0216  EPVCLIN ‘ 010204 0241  IMMUNO (ANIMAL) - 010204 -
0202  ONCO (ANIMAL) 01 0204 0217 . HUMAN EXPOS (PROD CONTAM) 010204~ 0242 IMMUNO (HUMAN) 01 02 04
0203 - CELL TRANS (IN VITRO) , 01 02 04 0218  HUMAN EXPOS (ACCIDENTAL) 01 0204 0243 CHEM/PHYS PROP 010204
0204  MUTA (IN VITRO) 010204 0219  HUMAN EXPOS (MONITORING) 01 0204 ~ 0244  CLASTO (IN VITRO) 010204
0205  MUTA (IN VIVO) 0102 04 0220  ECO/AQUA TOX 01 02 04 0245  CLASTO (ANIMAL) _ 010204
0206  REPRO/TERATO (HUMAN) 01 02 04 0221 ENV. OCCC/RELIFATE 01 02 04 0246 CLASTO (HUMAN) 010204
0207~ REPRO/TERATO (ANIMAL) 010204 - 0222  EMER INCI OF ENV CONTAM 01 0204 0247  DNA DAM/REPAIR 01 02 04
02 NEURO (HUMAN)' 01 02 04 0223  RESPONSE REQEST DELAY 01 02 04 0248  PROD/USE/PROC 010204
0209/ NEURO (ANIMAL) _ .Ewwwx 0224  PROD/COMPICHEMID =~ = 010204 0251  MSDS 010204 -
710 ACUTE TOX. (HUMAN) - 010204 0225  REPORTING RATIONALE 010204 © 0299  OTHER \ P 01 02 04
0211  CHR. TOX. (HUMAN) 01 02 04 0226  CONFIDENTIAL 01 02 04 : Lo
0 ACUTE TOX. (ANIMAL) 01 02 04 0227 = ALLERG (HUMAN) 010204
@ SUB ACUTE TOX (ANIMAL) (3 0228  ALLERG (ANIMAL) . 010204
5214 SUB CHRONIC TOX (ANIMAL) 01 02 04 0239  METAB/PHARMACO (ANIMAL) - 010204
0215  CHRONIC TOX (ANIMAL) 01 02 04 0240  METAB/PHARMACO (HUMAN) 01 0204
NON-CBI INVENTORY  ONGOING REVIEW USE: PRODUCTION:
YES YES (DROP/REFER)
CAS SR NO - NO (CONTINUE)

P«vbm._.mWZ_Zm REFER:

COMMENTS:




-CPSS- 1205951500

o 0o 0o o 0 o o 0 0 0 O
> <ID NUMBER>
8(e)-12093A

> <TOX CONCERN>
H ’ :

> <COMMENT> , : ' '

SUBACUTE ORAL TOXICITY IN MALE BEAGLE DOGS IS HIGH CONCERN WITH AN
NOEIL OF 140 PPM (4. 43 MG/KG). 8 ANIMALS (4/GROUP) WERE GIVEN 140
AND 700 PPM OF ACTIVE INGREDIENT FOR 2 WEEKS. 8 OTHER ANIMALS
WERE GIVEN 3500 AND 7000 PPM FOR 1 DAY DUE TO MORTALITIES 2/4 AT
3500 MG/KG AND 1/4 AT 7000 MG/KG. THE SURVIVORS WERE GIVEN A 10
DAY RECOVERY PERIOD AND THEN GIVEN 1400 PPM OF ACTIVE INGREDIENTS
FOR 2 WEEKS. CLINICAL STGNS NOTED AT 3500 PPM AND HIGHER INCLUDED
EXCESSIVE SALVATION, TREMORS, ATAXIA, EMESIS, DIARRHEA, PROSTRATION
AND CONVULSIONS. CLINICAL STIGNS AT 1400 MG/KG INCLUDED ATAXIA,
LETHARGY, EMESIS, SALIVATION, DECREASED FOOD - CONSUMPTION,
EMACIATION, PROSTRATION, RIGIDLY EXTENDED LIMBS, DIARRHEA, AND
“TREMORS. NO TREATMENT-RELATED CHANGES WERE NOTED AT 140 OR 700 PPM
DOSE  LEVELS. NECROPSY QF DECEDENTS REVEALED PROMINENT VASCULATURE -
OF BRAIN AND COAGULATED CSF IN SPINAL CORD (IN 1) AND INCREASED
LIVER AND SPLEEN AND DECREASED TESTICULAR WEIGHTS WERE NOTED IN
ANIMALS GIVEN 700 AND 1400 PPM. , '

$988%




